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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 



Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )£3 Responsive to communication(s) filed on 10 September 2002 . 
2a)Q This action is FINAL. 2b)£3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [X] Claim(s) 7-20 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) [X3 Claim(s) 11 and 12 is/are allowed. 

6) M Claim(s) 1-10 and 13-20 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D CJaim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 0 Certified copies of the priority documents have been received. 

2.Q Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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1 ) 03 Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) ^ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 5 ) D Notice of Informal Patent Application (PTO-152) 

Paper No(s)/Mail Date 9/17/2002 . 6) IEI Other: See Continuation Sheet . 
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DETAILED ACTION 

1 . Applicant's preliminary amendment filed on 10 September 2002 is acknowledged and 
entered. Claims 1-20 are pending and under consideration. The claims are drawn to the 
nucleotide encoding protein designated PR01774, also identified as encoded by 
DNA77626-1705 and ATCC accession number 203536, shown in Figures 127 (nucleic 
acid) and 128 (protein). 

Specification 

2. The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

3. This application contains sequence disclosures that are encompassed by the 
definitions for nucleotide and/or amino acid sequences set forth in 37 CFR 1.821(a)(1) 

and (a)(2). However, this application fails to comply with the requirements of 37 CFR 

j 

1.821 through 1.825 for the reason(s) set fo^th on the attached Notice To Comply With 

i 

Requirements For Patent Applications Containing Nucleotide Sequence And/Or Amino 
Acid Sequence Disclosures. Applicant must comply with the requirements of the 
sequence rules (37 CFR 1.821 - 1.825). Applicant is required to provide a paper 
copy of the CRF in response to the Office Action. 

Information Disclosure Statement 

4. The information disclosure statement, filed 9/17/2002, has been considered. The 
BLAST results demonstrate that applicants are aware of nucleic acids with 
identity/homology to the one claimed herein. However, as the BLAST results do not 
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give sufficient identifying information, the Examiner cannot determine if said sequences 
constitute prior art. 

Priority Determination 

5. Since no utility is disclosed in the priority applications, they aren't enabling under 35 

USC 112, as required under 119(e), thus no priority is granted. Accordingly, priority 
under 35 U.S.C. 120 is set at the instant filing date, 5/8/02. 

Should the applicant disagree with the examiner's factual determination above, it 
is incumbent upon the applicant to provide the serial number and specific page 
number(s) of any parent application filed prior to the date recited above which 
specifically supports the particular claim limitation for each and every claim limitation in 
all the pending claims which applicant considers to have been in possession of, and 
fully enabled for, prior to that date. 

6. The utility for the instant invention is based on the sequence identity of SEQ ID NO: 
128 to that of human alcohol dehydrogenase described by Meyers et al. (AAB84364, 
WO 01/44446, Pub. Date 06/01). The role of ADH activity in colorectal cancer is 
described in page: 4. 

Claim Rejections - 35 USC § 112 

7. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 



Application/Control Number: 10/063,735 Page 4 

Art Unit: 1647 

Claims 1-6, 8-10 and 14-20 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

7a. The protein identified as PR01774 (SEQ ID NO: 128) is not disclosed as being 
expressed on a cell surface. Accordingly, the limitation that the claimed protein 
comprises an "extracellular domain" (for example see claims 1, 6 and 14 parts (c) and 
(d)) is indefinite, as the art does not recognize soluble proteins as having such domains. 
Further, if the protein had an extracellular domain, the recitation of "the extracellular 
domain", "lacking its associated signal sequence" (claim 1, 6 and 14, part (d), for 
example) is indefinite as a signal sequence is not generally considered to be part of an 
extracellular domain, as signal sequences are cleaved from said domains in the process 
of secretion from the cell. Claims 2-5, 8-10 and 15-20 are rejected insofar as they are 
depended on rejected claims 1 , 6 and 14. 

7b. Claims that recite that the claimed polynucleotide "hybridizes to" another sequence, 
such as claim 14, are indefinite as there is no limiting definition of such in the 
specification, and the metes and bounds of that which will hybridize are dependent upon 
the conditions under which the hybridization is performed. As the metes and bounds of 
what will hybridize to a given sequence are entirely dependent upon the conditions of 
hybridization and washing, the metes and bounds of the claims cannot be determined. 
With respect to claim 15, although the further limitation that the hybridization conditions 
are "stringent" is introduced, the term "stringent conditions" is also a relative term, and 
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the metes and bounds of the claim cannot betdetermined. Claim 15 is rejected insofar 

i 

as it is depended on rejected claim 14. f 

1 

8. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

8a. Claims 1-5 and 14-20 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabled only for the polynucleotide of SEQ ID NO: 127 or 
fragments of such that are usable as hybridization probes and are not enabled for 
polynucleotides 80, 85, 90, 95 or 99% identical to such, nor which encode a protein 80, 
85, 90, 95 or 99% identical to the protein of SEQ ID NO: 128, nor polynucleotides which 
hybridize to any of the above because there is no structural or functional information 
provided in the specification. Therefore, the specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the invention commensurate in scope with these claims. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is "undue" 
include, but are not limited to: 

1) nature of the invention, 2) state of the prior art, 3) relative skill of those in the art, 4) 
level of predictability in the art, 5) existence of working examples, 6) breadth of claims, 
7) amount of direction or guidance by the inventor, and 8) quantity of experimentation 
needed to make or use the invention. In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 
1404 (Fed. Cir. 1988). 
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The claims are directed to isolated polynucleotides having at least 80% identity to 
a SEQ ID NO: 127 or that encode the protein of SEQ ID NO: 128 with or without its 
signal peptide, or which encode the extracellular domain of SEQ ID NO: 128 with or 
without its signal peptide, or polynucleotides at least 80% identical to such encoding 
polynucleotides. Dependent claims are directed to polynucleotides that hybridize to the 
above sequences, vectors and host cells comprising the isolated polynucleotides. In 
the instant application, there is insufficient guidance regarding how to make PR01774 
polynucleotides variants recited in the claims. 

The specification also is not enabling for the breadth of claims to polynucleotide 
molecules that hybridize to the disclosed sequences. It is noted that claims that recite 
hybridization language fail to provide adequate guidance, and do not recite that the 
polynucleotide encodes a protein, much less one having a specifically disclosed activity. 
First of all, it is pointed out that the term "hybridize" or "hybridization" generically refers 
to a process in which a strand of polynucleotide joins or matches up with a 
complementary strand through the process of base pairing, wherein the process is 
basically used to locate or identify DNAs encoding specific proteins. It is well 
established in the art that 15-20 bases have been considered sufficient to achieve this 
process. The breadth of the claims includes polynucleotides of as little as 10 
nucleotides. With these points in mind, it is the Examiner's position that giving the 
claims their broadest reasonable interpretation, this language reads on an infinite 
number of possible DNA sequences for which there is not sufficient enablement without 



Application/Control Number: 10/063,735 Page 7 

Art Unit: 1647 

undue experimentation because of the breath of claims, the lack of guidance provided 
and the quantity of experimentation needed to make or use the invention. 

With respect to the hybridization use, as discussed above in paragraph 6 the 
invention lacks utility and thus lacks enablement. Even if utility were established, the 
enablement is commensurate in scope only with claims to polynucleotides that are 
fragments of SEQ ID NO: 127, said fragments of sufficient length to be used as 
hybridization probes or primers. However, enablement is not commensurate in scope 
with fragments of polynucleotides that differ from SEQ ID NO: 127 due to codon 
degeneracy, as it is not recognized in the art to use such sequences that are 
degenerate for such detection or synthesis, and the specification provides no guidance 
as to how or why to make such degenerate probes or primers. The specification also is 
not enabling for the breadth of claims to polynucleotide molecules that hybridize to the 
disclosed sequences because of the quantity of experimentation needed and the lack of 
guidance provided by the inventor. 

The examples provided in the specification do not provide working examples of 
different DNA sequences that would enable a representative number of the above 
discussed DNA sequences with assurances that they can be used as probes or primers 
for the purpose of amplifying or detecting the PR01774 gene. The mere recitation of 
this term, and the definitions provided do not serve as sufficient guidance to enable the 
breadth of the claims for the various DNA sequences claimed. See Ex parte Forman . 
230 USPQ 546. Since the first paragraph of the statute under 35 U.S.C. 112 requires 
that there must be an enabling disclosure to support the breadth of the Claims, a review 
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of the specification confirms that the scope of the various DNA sequences that are 
discussed above have not been enabled. There is but a single polynucleotide disclosed 
with reference to PR01774, SEQ ID NO: 127. In the absence of working examples, 
breadth of claims and sufficient guidance, it would require undue experimentation to 
enable a commensurate number of the sequences that are encompassed by the claims. 

Since the claimed polynucleotides are described at least in part in terms of the 
protein that might be encoded, the scope of the protein itself must be considered: The 
specification asserts that PR01774 is an unspecified secreted and transmembrane 
polypeptide. However, this family of proteins does not possess a common utility, but 
rather the proteins that can be broadly classified and have different activities, that confer 
different uses on them. Accordingly, the mere identification of a protein as belonging to 
a family, while indicative of evolutionary relatedness, is not indicative of function, nor by 
extension, of utility. The structure of the putative PR01774 peptide is briefly discussed 
in Figure 128, as having a putative signal sequence, corresponding to amino acids 1-17. 
It also describes N-myristoylation sites, corresponding to about amino acids 18-24, 21- 
27, 22-28, 24-30, 40-46, 90-96, 109-115 and 199-205. In addition it also describes 
short-chain alcohol dehydrogenase sequences at amino acids 30-42 and 104-1 14. 

The problem of predicting protein structure from sequence data and in turn 
utilizing predicted structural determinations to ascertain functional aspects of the protein 
is extremely complex. While it is known that many amino acid substitutions are 
generally possible in any given protein, the positions within the protein's sequence 
where such amino acid substitutions can be made with a reasonable expectation of 
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success are limited. Certain positions in the sequence are critical to the protein's 

structure/function relationship, e.g. such as yarious sites or regions directly involved in 

i 

binding, activity and in providing the correfct three-dimensional spatial orientation of 
binding and active sites. However, Applicant has provided little or no guidance beyond 
the mere presentation of sequence data to* enable one of ordinary skill in the art to 
determine, without undue experimentation, the positions in the protein which are 
tolerant to change (e.g. such as by amino acid substitutions or deletions), and the 
nature and extent of changes that can be made in these positions. Therefore, undue 
experimentation would be required of the skilled artisan to make and/or use the claimed 
invention in its full scope, i.e. all the polynucleotides with the various percent identities. 

8b. Claims 1-5 and 14-20 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as 
to reasonably convey to one skilled in the relevant art that the inventor(s), at the time 
the application was filed, had possession of the claimed invention. 

To provide evidence of possession of a claimed genus, the specification must 
provide sufficient distinguishing identifying characteristics of the genus. The factors to 
be considered include disclosure of compete or partial structure, physical and/or 
chemical properties, functional characteristics, structure/function correlation, methods of 
making the claimed product, or any combination thereof. 

The claims are drawn to polynucleotides having at least 80%, 85%, 95% or 99% 
sequence identity with a particular disclosed sequence, or that merely hybridize to a 
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disclosed sequence. The claims do not require that the claimed polynucleotide encode 
a particular protein, nor that any protein encoded thereby possess any particular 
biological activity, nor any particular conserved structure, or other disclosed 
distinguishing feature. The specification teaches that PR01774 has (unspecified) 
homology to secreted and transmembrane polypeptide. The structure of the putative 
PR01774 peptide is briefly discussed in Figure 128, as having a putative signal 
sequence, corresponding to amino acids 1-17. It also describes N-myristoylation sites, 
corresponding to about amino acids 18-24, 21-27, 22-28, 24-30, 40-46, 90-96, 109-115 
and 199-205. In addition it also describes short-chain alcohol dehydrogenase 
sequences at amino acids 30-42 and 104-114. However, there is no functional 
characteristic associated with these motifs, hence the mere observation that they exist 
is not probative of function or utility. Further, there is no disclosure that the protein is 
expected to be a transmembrane protein, nor of any extracellular domain. In this case, 
the only factor present in the claim is a partial structure in the form of a recitation of 
percent identity. There is not even identification of any particular portion of the structure 

i 

that must be conserved. Accordingly, in the absence of sufficient recitation of 
distinguishing identifying characteristics, the specification does not provide adequate 
written description of the claimed genus. 

Vas-Cath Inc. v. Mahurkar, 19 USPQ2d 1111, clearly states that "applicant must 
convey with reasonable clarity to those skilled in the art that, as of the filing date sought, 
he or she was in possession of the invention. The invention is, for purposes of the 
'written description' inquiry, whatever is now claimed" (See page 1117.) The 
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specification does not "clearly allow persons of ordinary skill in the art to recognize that 
[he or she] invented what is claimed." (See Vas-Cath at page 1116). As discussed 
above, the skilled artisan cannot envision the detailed chemical structure of the 
encompassed genus of polypeptides, and therefore conception is not achieved until 
reduction to practice has occurred, regardless of the complexity or simplicity of the 
method of isolation. Adequate written description requires more than a mere statement 
that it is part of the invention and reference to a potential method of isolating it. The 
compound itself is required. See Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 
1993) and Amgen Inc. v. Chugai Pharmaceutical Co. Ltd., 18 USPQ2d 1616. 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 
USPQ2d 1481 at 1483. In Fiddes, claims directed to mammalian FGF's were found to 
be unpatentable due to lack of written description for that broad class. The specification 
provided only the human sequence. 

Therefore, polynucleotides comprising the sequence set forth in SEQ ID NO: 127 
or encoding the protein of SEQ ID NO: 128, or fragments thereof sufficiently long to be 
used as hybridization probes but not the full breadth of the claims meet the written 
description provision of 35 U.S.C.. 112, first paragraph. Applicant is reminded that Vas- 
Cath makes clear that the written description provision of 35 U.S.C.. 112 is severable 
from its enablement provision (see page 1115). 

Claim Rejections - 35 USC § 102 
9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form 
the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless : 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

9a. Claims 1-10 and 13-20 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Meyers et al. (AAB84364, WO 01/44446, Pub. Date 06/01). 

Meyers et al. discloses nucleotides encoding the amino acid sequence of SEQ ID 
NO: 128 of the instant invention (Appendix A). In addition it disclose nucleotides that are 
capable of hybridizing to nucleotides encoding polypeptide of SEQ ID NO: 128 of the 
instant invention. Further, Meyers et al. have described the expression of nucleotides 
containing vectors with promoter sequences in bacterial hosts (pages 59, 83-85). With 
respect to the limitation of "lacking its associated signal peptide" in claims 8 and 10 as 
Meyers et al. teaches recombinant expression of the said polypeptide, the cDNA would 
produce the polypeptide identical to the present SEQ ID NO: 128, but lacking its 
associated signal peptide when transfected into the host cell. Thus, meeting the 
limitations of claims 1-10 and 13-20. Therefore, claims 1-10 and 13-20 are rejected as 
being anticipated by Meyers et al. (AAB84364, WO 01/44446, Pub. Date 06/01). 

9b. Claims 14-16 are rejected under 35 U.S.C. 102(b) as being anticipated by Birren et 
al. (AC003042/C, Pub. Date 07/98). 

Birren et al. disclose (Appendix B) nucleotides that are capable of hybridizing to 
nucleotides encoding polypeptide of SEQ ID NO: 128 of the instant invention. 
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10. Claims 11 and 12 are allowable. 



Contact Information 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jegatheesan Seharaseyon whose telephone number is 
571-272-0892. The examiner can normally be reached on M-F: 8:30-4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda Brumback can be reached on 571-272-0961. The fax phone 
number for the organization where this application or proceeding is assigned is 703- 
872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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Application No. 


ApRlicant(s) 


Examiner 


Art Unit 




NOTICE TO COMPLY WITH REQUIREMENTS FOR PATENT APPLICATIC 


>NS 



CONTAINING NUCLEOTIDE SEQUENCE AND/OR AMINO ACID SEQUENCE 
DISCLOSURES 



Applicant must file the items indicated below within the time period set the Office action to which the Notice 
is attached to avoid abandonment under 35 U.S.C. § 1 33 (extensions of time may be obtained under the 
provisions of 37 CFR 1 .136(a)). 

The nucleotide and/or amino acid sequence disclosure contained in this application does not comply with 
the requirements for such a disclosure as set forth in 37 C.F.R. 1 .821 - 1 .825 for the following reason(s): 

O 1. This application clearly fails to comply with the requirements of 37 C.F.R. 1.821-1.825. Applicant's 
attention is directed to the final rulemaking notice published at 55 FR 18230 (May 1, 1990), and 1114 
OG 29 (May 1 5, 1990). If the effective filing date is on or after July 1 , 1998, see the final rulemaking 
notice published at 63 FR 29620 (June 1, 1998) and 1211 OG 82 (June 23, 1998). 

\A 2. This application does not contain, as a separate part of the disclosure on paper copy, a "Sequence 
Listing" as required by 37 C.F.R. 1.821(c). 

□ 3. A copy of the "Sequence Listing" in computer readable form has not been submitted as required by 
37 C.F.R. 1.821(e). 

□ 4. A copy of the "Sequence Listing" in computer readable form has been submitted. However, the 
content of the computer readable form does not comply with the requirements of 37 C.F.R. 1.822 and/or 
1 .823, as indicated on the attached copy of the marked -up "Raw Sequence Listing." 

□ 5. The computer readable form that has been filed with this application has been found to be damaged 
and/or unreadable as indicated on the attached CRF Diskette Problem Report. A Substitute computer 
readable form must be submitted as required by 37 C.F.R. 1 .825(d). 

□ 6. The paper copy of the "Sequence Listing" is not the same as the computer readable from of the 
"Sequence Listing" as required by 37 C.F.R. 1.821(e). 

□ 7. Other: 



Applicant Must Provide: 

□ An initial or substitute computer readable form (CRF) copy of the "Sequence Listing". 

An initial or substitute paper copy of the "Sequence Listing", as well as an amendment directing its entry 
into the specification. 

[X] A statement that the content of the paper and computer readable copies are the same and, where 
applicable, include no new matter, as required by 37 C.F.R. 1.821(e) or 1.821(f) or 1.821(g) or 1.825(b) or 
1.825(d). 

For questions regarding compliance to these requirements, please contact: 

For Rules Interpretation, call (703) 308-4216 or (703) 308-2923 
For CRF Submission Help, call (703) 308-4212 or 308-2923 
Patentln Software Program Support 

Technical Assistance 703-287-0200 

To Purchase Patentln Software 703-306-2600 

PLEASE RETURN A COPY OF THIS NOTICE WITH YOUR REPLY 
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